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T=t*}4 CCR4 ^M-r^M^U^^^tsmM 

*mw&. thcc^*^yg^4 (ccr4) iz<ft^mzi£&irzmfc*mm^#ii$i£frte 
mm. 

itU Th2 M<D CD4 B§14-^W^— T jHM&_hH:3Sm LTV^ t h CC ^;*7-f ^S^ft; 4 (J^T 
CCR4 bWt%>) »^*^VSt<*:7 7 5: (D— UXfoZ [Int. Immunol., 11, 81 (1999)] C 
CCR4 F±y ytf^ K"C$)S TARC (thymus and activation-regulated chemokine) ^fcfiMDC (mac 
rophage-derived chemokine) t ^mm^^-T^ 0 Th2 CD4 BH£-WW-^T 

y ^lll»at3:*5V^-CCCR4ttiiiV^^-t?^b-CV^Sr ^^^^tbfc [Blood, 96, 685 (2 
000)] 9 CCR4teALK-R§ffi^l£*£fflJI&y ^Jtt (ALK-positive anaplastic large-cell lymp 
homa) , 0^S^i!EjifflBa (mycosis fungoides) X^M^^ LTV^^-C, 
^T^S^^tt^V^fi^-^ — pS^tmfe^^Hf- [Blood, 96, 685 (20 
00) , Mod. Pathol,, 15, 838 (2002), J. Invest. Dermatol., 119, 1405 (2002)] 0 ^fcfcb 
t MB&.&lfBJm&'f 11 (human T-cell leukemiavirus type 1) <Dm%k&M^X&>Z>f&A 
T«14eifiL^ C£1T ATL adult T-cell leukemia) "C^, CCR4 t^^^^M^Xm 

^VX^^^ttm^^mt: [Blood, 99, 1505 (2002)] 0 jfefc, ATL {Cjotf 5 CCR4 5S^^M 
LTfi, CCM<D&m-Z^'&7F&b^fn^ftm-tZ> [Clin. Cancer Res., 9, 3625 (2003)] 0 
^b^UffiT^Jja^^jfiL^! (£1TCTL tiki - ; cutaneous T cell lymphoma) (DffllR&Xh CCR4 
f4^^]^mb-CV^5 [J. Invest. Dermatol., 119, 1405 (2002)] „ 

mfexfoZo vfrvte&b. -tL^\z.%^t^m^m^m^n^t^mm^htix\ t ^^ 

26, Supplement I, 165-172, (1999)] „ 
_h|ECDCCR4^©6lfiL^/y >-s<M<D<PXh. ATL ©f'^^^^ttfe'So il^fffettT 
VSCHOP^e^ (cyclophosphamide, vincristine, doxorubicin, prednisone G9#ffl^$!fe) £r 
fi^ofd ATL ^flC© 7 #j£Lb& ££>5mi4§Jfc 5 VMS y ^J3tMS#© 5 *>,4 5^lE#TO: 5% 
@^-Cfe5 [British J. Haematol., 79, 428-437 (1991)] 0 

/55fe5^s, ^^t^#:i©#ffi^«tt)®^c?&«?^^5#P,tt5#^-/0 s *>5o fctHER2/neu 
t MkdftffcrhuMAb HER2 (Herceptin/trastuzumab, Roche ^t) & taxane ^#t$S£'J £ <£>#ffl^?ife 
{Ci^fL^S^L-C^^^^^^Lfc [Clinical Therapeutics, 21, 309 (1999) ] 0 *fc, 
£tCD20 t IDEC-C2B8 (Rituxan/rituximab, IDECft) fe&frMfet <DffiRlW& 

^Mld^L-C^^m^bfc [J. Clin. Oncol., 17, 268 (1999) ] 0 
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77-^ i »SS4 if ©x7x ^ r kK£V)B\%mzistLZ> [j. I 

annunol., 138, 1992 (1987)3 0 ^ ^-M^Stt^-TS @#n?. ffifrt 

^bttt. IDEC-C2B8 k.4"y$ — usf^ris (IL) -2 [British J. Haematol., 117, 828-834 (2 
002)] „ &5VM2IDEC-C2B8 iIWno=- JplWf [Leukemia, 17, 1658-1664 (2003)] 

JifHtf) CCR4 |§te<D.& jfo.!lp!/ V >/<MK$t U ^rt CCR4 fcW KM2760 fi, ADCC ?£t£3r^ 
1&\zmmM*W>£^&i^^k^X*®tb*hX\^ (W003/18635) 0 Z.tltLX\Z$lCCm%i& 

#^te£rFco (1) ~ (26) (cp-r^o 

( 1 ) t h cc ^#-f 4 (ccr4) \^mm^m^^mB^mxM^f^nm 

( 2 ) ccr4 \mmmzfe&irzmte*umjLmfc-& t^-m^wmn t , < t % 1 mm 

( 3 ) ccr4 \mmm^^-r^mm^-nm^M^ t^-mmimn ^<t%i mm 

(4) mmaK %mmmxihz>^k*mwk-?z>±m d) ~ (3) (Dv^tt^i^ia 
m<Dmn 0 

(5) M»^CCR4^^bTV>5|S^-efe5J2|B (4) (CfEttO|g|g 0 

(6) CCR4^3^LTV>5fll»5t I fi L f|US^-efc5J 1 |a (5) lC|Btt^>^ 0 

( 7 ) CCR4 fctt^^:#:^^ s > CCR4 OfEJIS^i^ 
}-#^^-g-U t fjfil/h^Rf&tt^^^V^#:T'fcS±fB (1) ~ (6) tf> V^;!^ 

(8) CCR4 CCR4 
!) # V K""C&><5 TARC (thymus and activation-regulated chemokine) ^TtLfiMDC (macrophag 
e-derived chemokine) <D CCM^<Dffi'Br&m : g~tZ>&®i : &&&te\<^±m (7) KHB^<D|S|£ 0 

(9) MX&fl-ffiffillK IS^J#^-l-e^$tt5T5 7^|E^J^>1~39 N 98—112, 176—206 
*5i0271~284#@^f>^5^fe^f^5lfflJia^^-efc2)±iB (7) ^Tttt (8) fcfStt 



2 



WO 2005/053741 PCT/JP2004/018430 

do) mMw-mwzfiK ia?ij#-s§- l-es^nsr^ mmpiv 2-29 # g \zm^-t 5 ^ t° 
h-^-cfosjiiB (7) ~ o) <D^-fhfrim\zm^<DmMo 

(11) ^bjjs^^, m^m^ 1 x^$ji57 5 y mmm<o 13-29 #s mME-t-s^t 0 
h-7°t?fe5Jiia (7) ~ (10) (D^-rtifaimiz-mmcomMo 

(12) ^BUS^ilg^ N iB^iJ## 1 T**F £ S T 5 / $ffi?U <D 1 3~25 # @ (C#^E-T 5xf 

b-yx-fo-sjbiB (7) - (id w^tifaim-mmommo 

(13) ccr4 ^#M^{-^^5«^mm^^*fc«feL^:if>it^ x 1 x*^ 

^^5T^y^iB^J©13~25#S^tf^^K^-5*>^ 16, 19. 20 *5j;tF 22 «©£!>&< 
gB^J(D13~25#@^tf^^F^^tej;9fe^V^i^#^<hi-5-hfB (1 2) ^lElfe 

d4) ccr4 (Dmm^-mm^mm^^-ir^m^m.m^^ t^-m^wmn^, ^ 

Y—T KM2160 (FERM BP-10090) tf&M-t&^y ? a— ^Mftf£/!> s IP$-^5^ fc° 1 7" 

(C#m«Jl-^«^*fcfi^^>T--t?fe5, JbfB (1) ~ (13> CDV^^^l^{-fB 

(15) fc hMjt^m^xiit^t Mdr^y^fclifc h^CDR^Jt1ft#:T*fc5-L 

is (i) ~ (14) (D^^^im^-WM^mMo 

(16) k ^ ^fet^M* CCR4 ^HW^It^r 5 * / ^ d — ^MftftWS^ (H 00 ' 

n^zmm (vmm &£x?mm a 00 vit©^»»(cDR)&ttf, -tie (15) ^ 

(17) fc h^^y 7^^i3^J#-§-.5, 6 N 7T?«SttST$/ifeE^fe3&S»t«:©S: 
«<H*H)BT3EW« (V^)©CDR1 N CDR2, CDR3 jo J; t>V*fcf±^*L^bBE?IJ#-5§- 8. 9 N 10 t? 
^§n5r$yBBE^e>*S«« <L«) V«K©aWU CDR2 n CDR3 £r£t?_hiE- (1 5) * 
fcfi (16) {£fEtt©E|£ 0 

(18) fc hM^y 7tn:#:^@a3?ij#-§-ii -e^$tb5T5 y»S?!I^fe45$i#5H-OljR 

(hi) wmsm <v#wo ^xx^x^tm^m^u^^fL^mi^^F^mm. a«o vn 

*Sr&t*JbfB (15) ~ (17) ovvreu^igRcGttoex. 

(19) fc f ffl CDR &mtn.m* CCR4 t^Mlft t^-a-T 5^7 £ n ^-t«©li (H go 

w^ffi^ (v«*R> *5«tT^ig^ (l«o vmm<ommmkmmm (cm) ±m (15) tc 

(2 0) fc h^CDR^»#aSia?lJ#-5§-5 N 6, 7 ^$^57 ^ /^fB^b^Stftf*:© 
£gl(HtfO prafe«« (V^)©CDRK CDR2, CDR3 4oiU/'^fcf4^:tL ; etbia^J#-^-8, 9, 10 
-?miStiZT$.S®®&iM>hts:Zmm. a«S0 V«*©CDR1, CDR2, CDR3 «r-£ir_bJE (15) 
*fc«t (19) 1HfB«OE3l. 

(2i) fc hM(mffiffl7Lmm&m-&i6 £fc{2 17 -e^ftsrs y^ia^j-e^^tb-s 
t 5 y anaia* b ft s KA^^y-©** <h go RraEtw* (v me) # «t f±E*u#-j§- is t? 

^StlS^tfls^oe^ CL#0 V««£r£t?, -LIE (1 5) , (1 8) *5<fc7>* (2 0) (DV^f 

*l2>> 1 3Si£fe^G9^!go 
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(22) mm*K g&ssfcttte^wisfl-cfcs-fciB (i) ~ .(2D (o^-ffrfaug 

(2 3) ^W^. f->f h*>r^fcttSCfrt?*>S. -tWS (2 2) fBft4>EJ&. 
(2 4) b^-f^ s > G-CSF, M-CSF. Jlsf*- 7xoy-«, IL-2 25 <t IL-15 ^ b 

Stftb*^ h^-T^-efeS-hlB (2 3) IB^IS^o 

(25) fcfrFvmmK {^mmm^itti^^>mmm-(*tb^±m <d ~ (24) 

(26) -fb¥^lfe^J^^ If^^y^^^ ^P7t^77?K rchzK^KjoiW b b 
\s**~hfrhmt£fr&1ffl-Zlb&±SZ (2 5) mK«©^5W. 

xM^tcnmmi^myrt, kbiffiR<ommk*wm^& J *'ttt#> 0 >&&* CCR4 

*$mK&vz> ccr4 \mmmm^^mB^mm^^^^<Dmmn o^-tmw 
*wm i,T*ftm\z3stfz>tf,fttmm-rz> ^ t t*>s) t u-m, t b ccr4 <om^mm\^m 

*fc, ttmz&tt*tifok b-C, U< 1 lc**ti575 / ^SB^iJO 1—3 

9. 98-112, 176-206 *fcf± 271-284 #lSr£trtH*fo i*)»*L< «S?!lt*H-*^ 

•575; ^ib^ij<d 2-29 # s (bb?ij#-§- 2) „ $ s> u < nm*m-%r 1 i^^nsr?/^ 

IH^IJ CD 12-29 # g (E^fr* 3) > 4$fc# * L < IdgSMtt 1 {-^ £ *b 5 T 5 / ^IE?U£> 13-2 
5#S(lE?IJ#-^4)(^ #*ttfctfOfr*-*tt##fc*rMT'*. *fc. /vf^D K' ^ KM2160 (F 
ERM BP-10090)^^aH-5 CCR4 (O^l^r 5 ^ / * n -t/Hft**l§«t 5^ tf h-^KHSJW* 
^S^-rS^tfeff ^tuSo K— r KM2160f43pJ*16#8^ 12 BtttfT?, «fcScffifc 

't'^^e) {CFERM BP-10090 i: b-C^f6$ti"CV^5o 
^^^*3ttS^tt.ia^J#-^l-e^$tv5T5/mia^J© 13~25 #B**tr^^Kfc 
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s; >-co 6 {£ £ y a i a L;/t««K*ii&Wtt-r 5 w ^m^^ir^mm (wo 

02/31140, W003/85118, W003/85107) X'tkm&frifrttfch&^&tlZo 

&&mz&vzm^m&z&fc£ lth fc bfl^;#\ fc b#t#^a 5 feff e>*t5 0 

fchg^7fcfc#:f4, fc bl^©I&^tfc#H0V«c HV-fcfcttVH k^WT) & 

*3»WH:*rt* t hM** JtiCfcti. ccr4 t^lWicS)St5 fc hSltt-vWimcD*; ? n — 
fc bM=*p<7£t#cDCH £ LTfi. fc b^Ay^P^D > (^T, hig fcjfelB-rs) l-M-rtt 

tfV^£51>tf>-T?t> «fcV^5, IgG ^ ^^.OtjO^ig-efct), IgG Z 7^f-lt5 7 U V 

2, 7 3, V 4 <^V^ofci^^^7^0V^-f^ , ^>^V^5r <b^X'#5 0 ^fc, fcM^7»C 

#3§flK:*5fr 5 fc hm*cJ- yfcfck VXti. VH © CDR1, CDR2 33i.Tfi CDR3 ^-ttt^JxE^* 
■§-5, iE^J##6*3«tO J lH^J##7. VLCDCDR1, CDR2 *5 £U CDR3 ^^rtt^tLi2^IJ#-^-8, lE^IJ 

9 id x xm^m-a- io -c* ^KfcT 5 y ^ih^j tn^7 i d v 

^ t b igci i*-^ ? x©7 ^ / bhb?^ l a v mm^m^m^r 12 T?* £ tlfcT =• y gg£ 

01Jx.(iWOOl/64754{d§|^$Hfc^:CCR4 t: bM^M 7#C#:KM2760 tf&if £>*L5o 

fc b §1 CDR ^flt^t^ti, fc b &>t\-<DW}W0<Vfofc<O VHjoJltFVL CO CDR COT ^ 7 ^SH^IJ & fc b 

iitfrCD VHSSitFVL 0x1130 Lfciftf*^ ? 0 

*38WKl*rt«fc bMCDR^fifct#F±, CCR4 \Z.&m&}K$£&-fZ> fc hWitl^frWV 

H *3 «fc VL CD CDR COT ? / ^@B?U SHEgC© fc b fcfc#CD VH *5 £ VL CD FR bfc V 

H-$-5cDNA&«MfiU t b0Wfc©CH:j8J;t*H«SlcfiH« (^T, CL k&t&i-Z) K 

i-s dna srw-rsttttiwjisfflsss^^ Ki-t«ven#PA L-xt bM cdr i^mm^m^* * 

fc beE«c©VH^J:UtVL07V— A!7— ^ (^T. FR i^|H*t"S) CDT 5 J «®5!ISr»4R^ 
jfei LTfc):, fc b^S^CDfecD-efen^, V^45t>©nfflV^ri^t5. «»Jx.f^ P 
rotein Data Bank t£k*<0 3 f'- Z**- ^{Jl^$tbTV^5 fc b*t^CD VH *5 XTfi VL CO FR <D~T % 
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jmW&L ^fc«t h^^VHjSit^VLOFR^^i^^^—^OitiiT^ y^ie^lj (Seque 
nces of Proteins of Immunological Interest, US Dept. Health and Human Services, 199 
1) fc^tffctf G>*t5. 

*»WfJ:*5»tS^LfrOCH t UTtts U>fV^o^!l^ (J61T, hlg t^lB-t-S) fdM-T 
*Lff V 5 t> CD"C t> «£ V IgG 9 =7 * <D % ©3&S#Kfi"C*> 9 „ $ fe IgG * 5 * (CjR'f'S 7 U 
V 2. v3, y4 £V^ofclK/*9;*©V*T*Lt>ffiV*3i£fl s "C#5o gfc, fc: b SI CDR ^fltfct 

^IB^b&S^VHCDCDRU CDR2, CDR3 *3 it^/'Sfc^tt-^tbia^J^ 8 S 9. 10 X»M£ 
;ft57$ /^lH^J^b&5 VLOCDRU CDR2, CDR3 S^lft bSi CDR ^Wffifr^fcfi^^ffcltr 

L < tt, *ntffc£> VH a*E2?!|## 13 *fcf± 14, *3 J;t5/*fctt VLtfSIB5!l## 15 $ *L 
575/ ^lE^IJ tr-^tf > t b SI CDR m&fcfote <!f 3 s ff b *b 5 0 

tftftWVH^ iB^lJ#-^13-C^$tL5T5: y^ia^Jo5*>. 40#B©Ala, 42#@OGly. 4 
3#@<DLys, 44#@OGly, 76#gtf>Lys. *5 £t£ 97 # g <D Ala bilfc&ftS^ft < £ h 1 

oj^jkdt ^ / fiteRS^fifcor ^ / ^st-©^$tbfcT 5 s mmyz-ats t bsi cdr 

fclftW VH 7^ iB?IJ#^- 14 -C**^5T5 yiaa?!I©5 t>^ 28#gcDThr*5«ttJ«97#i©A 
la©5*>^*< fctlofiLbOT^/IWS^WftSih/fcT^/WBW^tft: bSiCDRM 

#L#£>VL^ E?!I#-^15-t?*$tb5T5ySftE^I«>5*>. 2#@OIle, 3#g<£>Val. 50 
#@(DGln. *5j;T^88#@OVal d»bStftb5^«fc< i t> 1 o£i±©7 5 / ^I^t^^iX 

itr 5: j &sm sr^tfx t b si cdr &m&w. 

%m<0 VH #k IB^IJ## 13 X*7F £ tt5 75/ ^IB^JO 5 W40 # g O Ala. 42 # g <D Gly N 4 
3#g©Lys s 44#gOGly, 76#g<Z>Lys, :}3«fcU* 97 # g <D Ala. b WC^ffcO VL 3&S % IB 
^IJ##15-e*^|x57"5 /^ffi^J©?*>. 2§i©Il e> 3#@COVal, 50#g©Gln, 

88#@ovai^b3S^-s^^< t^i^&,±<DT^ymm^m(OT^ymm^m^^t^ 
ftr s: y ^sa^j 4r^tf , t b g> cdr &Mtfcfc, 

1ftfc<D VH m&m-& 14.-e^$tbST 5 y ^ia^lJ» 5 28 #g <7) Thr *5«fct* 97 #g <75 A 

ia N ftibmztfifo<DVLfr, w&m-%-i5x*7F&frz>Ts. ymmmvoTb, 2#gtf>Ile N 3#g 

<Z>Val. 50#g<Z>Gln, *5£tF88#gtf>Val J^bilf:£3x5^&< tt> 1 ofiUiOT $ /ttft£ 

#m<D7 ^ / sKsaeiciKft $ ttfcr 5 7 bkbb^j «r£t** t b m cm 

£b{-£f*L<te, Stfls©fi«(H«0 -Rr3E«« (v««0 a*. gE?iJ## 16 *fctt 17 W$ 
tb575 / ^E^J^-^^s /5^o s <L <R) V M^^I2?iJ#-^ 18 t^^ti57 5 / 

SfeE^O^tft hSiCDR^fl^L^ jfe^fcWbixSo 

o CCR4 i#^(c^i-5^#:*fc(4^if>lt%*B0^O$5IS^-^$nSo 
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S'iA L-y S?^, L-^^=^ L-7s^77=^ L-7°n y >\ L-fc JJ >\ W^"— 

y^a-=v, o-* *vnr p >\ t-^^vi^y t-yw7=y, y^o^ 

7-yfyi, 2-75/^!)^ 
CH:7^7^^ 

D|£: Vi?^. Tfr*r~ls. Hr?V^^^ 2, 4ri?T % S Z? ? I'm, 2,3-^7^7*0^ 

& 

: 7c y 3-t KP^i/7n y >\ 4-t: Kn^'>7n y > 

FS^:-ty>. >\ ^^E-^y^ 

GH:7x=;U77=ys 

**W»d*»t5 t M8CDRj^lt0L#Ojlfr0di b-C»i, W003/18635 KlIB«tO t b M CDR ^ "lit 
mW-, W000/42074 \zmWL<D^r/ ? n — IrfVfflfc 1G1, 2B10 10E4 t MC 

DR ^TO#:.W099/15666 l£fE^<Z> t Mfcifrft:* fetter /^o — JvMKffc 252Y Sfctt 252Z b 
« $ *L 5 t h M CDR M'tl^ US6245332 fclEttO^E- 7 y o — 7vHft#a> b « & 5 t h 
M CDR i&lfflfcfl: ^ *s fe tf 6> tb 5 0 

t hflcrt»!i5c^Js:#aE-r 0!lx.f^t h^ffiJfiLy >v«*4:lW*U EB <7-T/^>feif4r 

fe§= i7-f7*7y -ttw^ h y — ^it^rfc*^, A^wi^^tAtfc7^/7!J- 

W^SfcKU: 9 > X*osfe^* H ±T*X#©^£ Lii>b45t hffifltfH^aafrT 5 - 
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*B^f-*5^5^^fK-t LTfis Fab, Fab\ F(ab') 2 , scFv. Diabody. dsFv, CDR Srfftf 

Fab&, IgG^^eW^^^^V-eMab-CtfbtbS^fM-Op^ (H#(tf)224#gtf>T 
$y^BSTis0liJr£*u5K H^N*SS<BIW^-«t L|^ft#i?^7-f Ktt-S- (S-S^-gO 

*3S9itJl*5lt 5 Fab *3891 O CCR4 M#^lftK£OS-f 5 t b M CDR ftt^lrief^? 
UBfc/VW V-e^S LT#5 ' £ 7)5-C# 5 0 £fcteU ^5t#tf> Fab & a — K1~5 DNA 

Xt4#^*At5 r. i: «k Fab £S£St-r5 ItmS. 

F(ab') 2 fi, IgGSrSe»^H^^^-cJ®ab"t#bnS»f>i-©5*> (Hm<^ 234#@ 
©7 5 y ^a*-e^Dif * *l5 ) s Fab a* 1 ^ s^B«(D S-S £r?> L TJKrg- £ tbfc feci?) 

^^7*^y LX#5 - ii s r*# 5. ^fcfi, TSSOFab' Sr^-^cn— 7Vi^-g-fc5 

Fab' « N _LiB F(ab' ) 2 Ot S-S ^«r§J»f Lfc4HF«*& 5 ^©^fcjRM^igta-S:^ 

*55Wl!li3tt5 Fab' f±.:$3§^4> CCR4 F(ab' ) 2 ^jStc^J^^-^ W b 

— jUitm LT#5 ^ £ *S-C?# So *fctts CCR4 fc CDR ^W®tfr<D Fab 

» Ki-s dna zwMtkmmft^? fi—3bz>^&x&&!&m&m'<? ^h^au^ 
* * - %wm£.m*> 5 v ^ ^ A-r 5 r. «t k «t d 3§si $ »jsh- s - 1 & -e # s . 

scFv 1 VH £ 1 VL t & 12 aS^J^jt^ft-Wf- K5^- (P) WTjI 
jf± Lfc N VH-P-VL fcV* US VL-P-VH ^ U K"C\ ^*g^^fcW^3&#»MT--?*>5,, 

*38Wfcj3rt5 scFv f±, CCR4 l^M^J^-a-TS fc hMCDR^flt^O VH*5 it^VL 
- K-f 5 cDNA S:JR# scFv * = - Ki~5 DNA Srlttg U ft DNA £m*££<M3§3?,^ * - 

Diabodyfi. etJS^-a-#^&OPD*fcf±^5 scFv^2S#:^fiKLfc^»f>/T"es 
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H:»lt5 Diabody tts fllfcff s CCR4 HlWJIWtCiBrfrf 5 2 <ffi<£> Diabody t±, 
CCR4 KtiG-t 5 t h M CDR 1&mfofe<D VH*3j;tfVL«: = — Ki~5 cDNA L N 3~ 

10^2©^!) ^*—«r 3 ft s *'« scFv Kf 5 DNA MU I^DNA %WM±%d 

t&m&.to~3»A'tZ ^k^XV Diabody Sr^S^r, Staffs £ £ 5 C 

dsFv f± N vh *s £tj* vl ^©j&nw i7$y BfcsafeSr^T 1 ^ yaitt^ bfcxK y 

ST^ySteRKttReiter (Protein Engineering, 7, 697 (1994)) \Z. 

*$£W IZtett Z> dsFv » N CCR4 fcUfcHW UllS-a-T 5 t b M CDR #J*#l#:© VH *5 ± TJ* VL «r = 
— K-T 5 cDNA U dsFv & 3 — Kf 5 DNA &MWk U K DNA &JD§CBE£4WH3&3I'<* 9 — 

CDR 4r£tf<^ Kf±, VH £fcr± VL © CDR ©/p-sfc <iti 0^^ii£^^#ifi)c£;ft5 o 
CDR ^tf^^ 0 ^ KW\ ltJft**:HaiS*^^ K y ^ UCi&t^S** r £ 

*»WIC*5W-5 CDR Sr-^tf^^ Ktt. CCR4 ICKKFjIWUlJif-fr-rS t b^CDR^TO#:<D VH 
*5 «fc tJS VL <D CDR £r 3 — Kf 5 cDNA U ^ cDNA S:JDlt«£*WB ^ — 5 V 

®iiS-T5^i:^X'#So *fc, CDR fc-^tf^:^ Kfi> Fmoc&c 

tBocj£ (t-^^/^f ^-sob/nff^/HSfc) i£i*<Dtt&&ftmzLi. 

tl5o Aftt&&lNf h^Vi: UTf±, -T^^ — (IL-2) > IFN-a. IFN- 7 . IL-1 
2, IL-15 % IL-18. IL-21, fractalkine N M-CSF, GM-CSF, G-CSF> TNF— a s TNF-0, IL-1 a , I 

/^fctfbftSo Afltftfctftffct *tCCD3^ (Orthoclone *±) . 3?tCD4fcL#:, fetCD5tnC 

#\ jft CD8 fct CD30 fctffc. £t CD2 fcW, in. CD25 35t#: (Zenapax, Hoffmann La Roche f±) „ 

^ICD52^:#: (Campath, Ilex Oncology *±) Jfcifj& 5 fcff fe*u5 0 

^^{-ffiVNb^SiS^O^J^ bTf4^ 7?7d"7fy (31^^—^) [amifostine (e 
thyol)] , i^^yf-^ (cisplatin) s jr%fl"<i?ls (DTIC) [dacarbazine (DTIC)] % ^ 
tf-J-va/ls (dactinomycin) % ^^n^^y (f/f hn^xy^^-K) [mechlore 
thamine (nitrogen mustard)] . (streptozocin) % */t n7 r ^ F 

(cyclophosphamide) % Jj/UM.X^y (BCNU) [carmustine (BCNU)] . (CCNU) 
[lomustine (CCNU)] s K^y/Ufi^^ (T T^^T v'^) [doxorubicin (adriamycin) ] . 

9 



WO 2005/053741 PCT/JP2004/018430 

\f^y/U\*Ss>V # (K^v'^) [doxorubicin lipo (doxil)] , ?J**y$ W (<7*A1f — M 
[gemcitabine (gemzar)] , (daunorubicin) , ^//MiVJ'P # J 

-J — J*,) [daunorubicin lipo (daunoxome)] „ ^n^^^y (procarbazine) % W W-f 
*SV (mitomycin) , (cytarabine) N zch^iXK (etoposide) % ^ f hV^-fe- 

b (methotrexate) s 5-7***??^ (5-fluorouracil) . (vinblastin 
e) , tf^y^V (vincristine) ^VtW^ (bleomycin) , s*?V#*±Jl' * 
y—,U) [paclitaxel (taxol)] . Kir^-fevV (**VTT) [docetaxel (taxotere)] . 
Tjyfxxxj^s (aldesleukin) „ T*/<9*ci — ^ (asparaginase) % ^77^ (bus 
ulfan) „ ^/M77fy (carboplatin) , ^7 KD \?> (cladribine) , UVfY^i/l' (c 
amptothecin) . CPT-11, 10-t ^^ffv'y (SN38) ^ [lO-hydroxy-7-e 

thyl-camptothecin (SN38)] . 7P^^^ (floxuridine) % '7^9 * V (fludarabi 
ne) % t Ko^^V'T (hydroxyurea) , -^^77^ K (ifosfamide) „ W^OUffiX (i 
darubicin) , (mesna) , ^y/^^>- (irinotecan) „ U^Vn^ (mitoxant 

rone) , h^T^J^ (topotecan) % n^oJK (leuprolide) , ttf^Yu-^ (megestr 
ol) ^ ^;W777V (melpharan) v b Z?V y (mercaptopurine) N "73 *sy (p 

licamycin) . $ b^V (mitotane) „ ^<jf jf—H (pegaspargase) % ^h**^ (p 
entostatin) , tT^a^V (pipobroman) , ^b^h/^ (streptozocin) . 
7iy (tamoxifen) s T-jKv'K (teniposide 

) „ (testolactone) % f-frfT— 1/ (thioguanine) % (thiotepa) „ 

!^7i//W^^- K (uracil mustard) , lf/WHfy (vinorelbine) . ^7^7*^ (c 
hlorambucil) K^^u^ (prednisolone) > fcf^v^ (vindesine) , (n 

imstine) N -feA*^ (semustin) % #^^tfV (capecitabine) . Y&fyt* (tomud 
ex) „ TfVf^y (azacytidine) % UFI\ ^^IJ 5 ^ -?*7^y (oxaloplatin) „ ^^^7* 
[gefitinib (Iressa)] ^^-r^^rf (STI571) [imatinib (STI571)] N TAi^ 
(amsacrine) , t-;V- h7^Vf />f V® (all-trans retinoic acid) , tD F 
W K (thalidomide) „ ^-frn^V (*— ^V^) [bexarotene (targretin)] , =f*^ 

(dexamethasone) ,7tX>D 7<-sy (T V 5 7 s V ? X) [anastrbzole (Alimidex) ] . 
n^^i)y (leuplin) &5 VM±r Hb^^i^^&lf feHSo Ml£L<f2s tf^y*^ 

itjflL»s«i: uc», *n£ejiL#fs i^eii^ **^^*f*^*>tfe>n 

5. 



10 



WO 2005/053741 PCT/JP2004/018430 

ttttii w*teejiL#j, T^Mstry v^tteifc.^ j*AT*iM&t£B]fiL*iy ^« (atd n ±y 

W*i?*WRb UTf*, T/NKjS«M£!J ^JB«s*>»f6>*u T/NK#fflM£y ^®tfi«T 

AMTHuaum^ uttt. Ti«y ^^wtejfiuw. T«*M£y ^^ttejHL*! N i?if 
unfile K^Artis, ^&sj»*^b^:j!ffljiasy BcF&mm&m-T mifev ^ 
i«, it!»T»te!)y/m ffF»7 sTjHBjj&y v^m % jfe^^^MT^jsy 
*ffii4T«i4y w*m. *^«^:»My ^AT»ttejL^/y ^w^^fc 

^^ADcc^sy^^i-^JSr^jp-rs^ fcsv^«^6«ijmfla. $.tcn^7~* mm. 

* t±* o W# m *> b d> C «> r ix b tf>3S#J 4:— JtSI IfflflMi U T ADCC x. 5 

*fc*58WoEEH©3ft*r±, »4fe i e-9*/i'&JB vvfc: in vivo j fiaffi»SH£3r8W&-»-5 t £ K: <fc o 

LfcJITOfit^/K l>x««BJ&«cS:jE*<e^i|g5ilSr#^-*»^^ Life 
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SJft^offlSC. p-t KD^^If^x^r^HifcWs ^fP^5.-7i/-^-, ^ 
»3&5^ ii^AHH^fc!9St#:*<t ITO. l~20mg/kg "CfeSo 5 2H&lf±. ^ 

■f*f--r h^-r zsmffimfts dw:il-2Ss*b^ j^Mftta il-16 asjD«f©»ijiaPMi 

m 2 HI fi J* — K-v r> ^ t£i$ffl[ b fc CCRF-CEM « [C^fi" § $ftC CCR4 jfcft: 

* v *^>&.-*$m* ■(4KM2760 1 vs* y x9-xD{ft-m&-&&<D v/vo (omz^n^ti^-to 

m 3 111 t±3* ~ K"V * * bfc CCRF-CEM ^fflflS 5 fcl CCR4 i^D7t^7r5 

K©fM^t, ««B:VA0©|t«r*i-. □ ttM^JTO, ^ISf± KM2760 EK-fe 
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m&*k ■(SKM2760 i^n7^7 7 5 K©PS*Y/V0© 

4 H f±5« — K"^ 17 ^ U^- CCRF-CEM M l-St^ 5 £t CCR4 tfifc £ ^ b ^ %/ K©#W1$J 

m^^-To «*i±v/vo |*»H:ni2760«#», Rfttt 1 ^^ 

g 5 |2](i ? ^ !7^^WU^ CCRF-CEM M^-T 5 ^CCR4^l#:^^ h M^Mr— 
h h V^r-feT- ht^, ■ KM2760 i^f V V^-fc— h ©flrffl^Sl© V/VO ©**:-t*L«h, 
0 6 Hl« C57BL/6 "7 ? * tc&K Lfc CCR4/EL4 «l-*f-T 5«t CCR4 ftflc t G-CSF 

2760 ^w. •» g-csf mm, umtmrn^fr^^-to s<-temmmn*^-r 0 

SS 7 0t± C57BL/6 ^ <7 * \Z&#L b/c CCR4/EL4 JHMSfcSti- 50t CCR4 fctft: t IFN- a ©#/B£&m 

i^Ts *»W*ff»K:»M-*-5, 2WHt4. 2003 # 12 £ 4 0 fe«tT^ 2004 # 5 M 25 0 iCttilS 
Stbfc B^HWtfJR 2003-406590 #*5J:tf2004rl55141 ©flKfctfi SASH'S 9- S 

ggftttli in Yitroj WJiai»gte^jsrt5^:ccR4^i:flc^^>r b*'f^i©#l»* 

in vitro j mWggtttefertgftaaM t hM=ar^7*t#:KM2760 (FERM BP-7054, W001/647 

(a) aWS^©OTK 

«*A»«ML 50mL U ^ P M> <7 A («f7k«ai*t«) 0. 5mL ZMXt^m 

Lrs: 0 r^Sr M0N0-P0LY ftmmm (^0*»^tt® S:fflV^M©iif^oT, 
¥^®Sr^8IL.7eio RPMI1640-FCS(5) igifc [FCS 5%^tf RPMI1640 (GIBC0 BRL*fc)] 
-C 3 Ulii^^b-Cgfe^. HOHMfiSr/fl^T 3X 10 9 «!/mL 5 tff««U =■ 

-7 ? 9 —mi!8®%i t Lfco 

(b) i7x^^- jUBfla©^ hXJ ^cx^mwc 

.LIB (a) "C# bfrfc^ 7x^^ -3BB»6l«9SSr 50 L "fo, 96 * U V- b (Falcon *±M) 
#&Lfc„ $fe^RPMI1640-FCS(5)^-e^L r fc2ng/mL©IL-2 (^n^j/^tt» *»U 
2ng/mLOIL-15 (^Pf^ttlO ^^HIO|Stfe»«t?ft>5 RPMI16 

40-FCS(5)^^50 M L-foBIJ©lJ-^/H^OU 5%C0 2 >f ^a"*— *-rtfc"C 3 BfSJ^fi 

(c) «>TO^©M 

G418 (J-* UT*? #m & 0. 5mg/mL "C^tf RPMI1640-FCS (10) [FCS 4: 10%-^tf R 

PMI1640«f*(GIBC0 BRLtt»)] ^«F*Ufc. ^ l7 ^flUUSa^ EL4 fcfc b CCR45t^&^ 
Ab7t^Kte^f*-Cfc5fltM)!S-efc5CCR4/EL4fMa (W001/64754) 
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\Z£t) RPMI1640-FCS (5) Lfc&x RPMI1640-FCS (5) i^*fe~C 2 X 10 5 BWrnL ©Mfc 

(d> mm&mm&vmfe 

Lfc 0 r(D<b^^^oi^^-^B)!a<t«iWllScc>i;b«l5:i t&5o JEJd, KM2760 £ft|t#^ 
^rtb^X 1 £>5 lOOng/mL t £5 <fc 5 fcSsflP tt, 37 0 Ct? 4 B#WKJ£ & RJSft, 
- b ZmfoftM U _h*tf ©fLg^fc Kn^7 — -tfCBTK LDH i:#-rmi4£, CytoTox96 Non 
-Radioactive Cytotoxicity Assay (Promega #M) *rJflWC\ ^©IS^tttoTMSf 

^it^^^W^^ t-^^*tt[Sl^S©RPMI1640-FCS(5)i§ife^fflV^X, *fc. 

<D RPMI1640-FCS (5) i£M&m V ^ JbfB t EHfcOWtfc&ff 0 Z. t UTto WWaBJte^jfflU 

(om.itB.'f— *tz. ffi{fcmfe$s£xF^7^?*--mj&mfc<Dft-t> r> K^ti^etimmmsD rpmh6 

40-FCS(5)igJ&£/BV^^&£m\^J&i!&T 45 ftftilK 15/xL <b 9% Triton X-100 Wm*m® 

u ±.mkmm<D%kft*fft>^tx% ±tft(oumm&&mi£^iz 0 ADcc^tefm^i-i:^* 
(ai) 

wis a ] / [ m#iMfa£$m<owft&) - m&mm&mmm<vwft&) j 

X100 

2 #L CCR4 fcfc tVls? V X^^t <Dmmi^^ £ Zffimg&%}%z 
CCRF-CEM$BJJ&(fc: h T ^^Jfr^lMfrKO Sr 2X10 8 WmL t? RPMI1640 Jglft (Gibco BRL) 
$SU S«»^100*tL^Balb/c5<— H*^** (B#* VT, If) ©Jftffllft&rtfcEtffcLfco 

(5£2) 

S»^ s 140—342 mm 3 (*p*& 260 nun 3 ) (D*fiBBrt©lftl(53r*""r5 t> WIBJ* 
flc®/&5i&— »!ute5J:5te#^«-b*:«fc, TIB© A~D <D&MM&^ !>^^tt. Si 
Lfc B & DayO t L7c Q 

B. KM2760 MP : DayO t Day4 Id 1 E&Tc >9 800 /x g b7c Q 

c. tfv* y u^tvcr; if ^&a*/B, g^-7^yy^-^tt) 

Ml : DayO \C 1 ESfcfc •? 0. 55 mg/kg Lfc D 
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D. KM2760 + VCR #fflS£ : VCR DayO 1 PEfcfc <9 0. 55 mg/kg, KM2760 DayO i: Day4 
1 GEfcfc D 800 /z g -tK-PatS^ bfco 

^Lfei.Dayl0K:BttWMi©«je«rfTV\ ffiMJBS&J&O^J&tts 4H£© nayO ©MtfHttfc VO 
£ Lfc £ * © DaylO ©JB&ftfll&ft: (v/vo) ©¥J«© J*«"t??T<> fc„ 

© V/V0 ©¥*&«&£ 2 HHC^-r o # 2 Hit* 5 f-s KM2760 £ VCR t ©#ffl&-5- 

#»©V/VOSr|iEtt»R8»©VAO-CBfeU*:4t (T/C) *:S& 1 atl^-fr, KM2760, VCRPO^IJ© 
Ig##¥ttJd!in#£frfci*© T/c ©SMs i-ftfrt^WJWSlgP© T/C SrSMt^fcHirfcllt 

Jfc^Si:* gS»©WBiB© T/C (^©C) fi % Dayl0td*3V>-CaaSHBtf*>5 0.21 ±5t)<SV^ 
fit (0.11) S^bfc, 



£ 1 * 

£-S£© T/C 

A BtrtfetfrflB B KM2760 C VCR D KM2760+VCR MtfeM. (BXC) 
.1 0.43 0.49 0. 11 0.21 

$k±£ 9 , KM2760 1 vcr ©#/B&#tt. ^trtfrmb&L-* * v , m^&m&&&& : & u ffi 

§ett«-3 #t CCR4 tftfls £ 'V* o -7 * X -7 T % K <t ©GMHSW- ± 5 

CCRF-CEMijSfBJ^(fc hT»eifiL^»^)^2X10 8 WmL-eRPMI1640^» (Gibco BRL) \ZM 
iU ^^lOO/zL^Balb/c^-K^^^ (B#^T. W) ©tt«*&ftrtfc#* Lfco 

Ufc 0 . 

■MHWifl* 116—349 mm 3 (TO/ 219 mm 3 ) ©«SHft©W:&3lgt U ^IWMWl^-fc 
!&5i5^tLfc^^ TB©-A~D©*I^«r^*;*'Sft-*Lfc. Ufc 0 & DayO 

t Ufcb 

a. : tm* 

B. KM2760 : DayO t Day4 1 lEfcfc 9 800 /ig bfc 0 

c. ^07^77 5 K O^Tcpa; fflttflxyW^ tfc) 

l^ftfl : DayO K: 1 IZEfcfc^ 65 mg/kg L?c 0 

D. KM2760 + CPA : CPA Sr. DayO \Z. 1 EEfefc 9 65 rag/kg, KM2760 Sr % DayO i: Day4 Id 

1 EEfcfc ■? 800 u g bfco 

L7t i t b (omm^mmt (v/vo) © w-efr o fc 0 

#$© V/VO ©¥*Ht©£ 0 ltt»£J$ 3 » 3 bfc J: 5 KM2760 CPA 

t ©0MBft#f±s CPA Wfo5VM2^$lii$U 5 feiSSV^JiSlWifliU^Sr* Lfc, 
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&m<D V/VO &m&ttf&&<Z> V/VO T*|& Lfcffi (T/C) &m2m^iT 0 KM2760, CPA M^JO 

^^^^n^ £ titz#f(D t/c (os^tt, -r * t>-h&mmmm o t/c fcM ^ 

&-<?>bs T/C (**<D D (Dig.) teSSIHS-e£>5 0. 39 «fc 9 %{fi;Wii (0. 35) & 

m 2 ^ 

&m<D T/C 

A ^fefrll B KM2760 C CPA D KM2760+CPA gfifrfitt (BXC) 
1.00 0.80 0.48 0.35 0.39 

SXJl£.V), KM2760 t CPA W^«^#<t«9, if5Vviftfi«^m£;fr U 

4 fct CCR4 tffcft: t at h # V K<E>WB&:#fc £ 5£lIffi^#lJg: 

CCRF-CEM $Bfl& ( t h T IfflfiS 6 lfoj!«£tfc) £ 2 X 10 8 WmL Tf RPMI1640' Jgi& (Gibco BRL) 
i®U OT^&lOO/iL^Balb/c^— F-^r>^ (B*^U7, *£) ©Jftffl*B&F>ite#* Lfc 0 

IM^ 121-348 mm 3 (^195 nun 3 ) ©$Efflrt©fifrSr»SiU, IC 

ayO £ Lfc 0 

A. &&&&& : 

B. KM2760 ■ DayO t Day4 }d 1 EEfcfe "9 800 n g L7c 0 

C. mfTK^K (UTF VP-16; 7^ry h& B #te3£**5££r*±) : DayO 2)> <b Day4 c£> 
5 B 1 EEfefc ?) 10 mg/kg L7i 0 

D. KM2760 + VP-16 #/B8£ : VP-16 Sr. DayO Day4 ©50 JHk 1 EEfcfc 9 10 mg/kg N KM27 
60 £\ DayO t Day4 1 EEfcfc «9 800/z g Lfc 0 

Lfc £ # © Day7 OUMb (V/VO) ©sp«Hft ©ttilft"CfTo fc e 

,g.pO V/VO 4 IH^^i- 0 ft 4 Bid* Lfcfc 5 KM2760 t VP-16 i <D#ffl8: 

VP-16 ^»*>5V^W*t#:l|«ft J: 5 ^V^m^M^^ Lfc 0 

4H$© V/VO SrlfcttafrHS*© V/VO Lfcft (T/C) £ft 3 m^TF-T* KM2760, VP-16 MM 
(7)^3iS^^naE^tLfcB#o T/C <£>3£ffHtU t^C^t^IIMo T/C SrS-tt-a-tHirfcfflt 
£ fct^S t „ ^©fffll^O T/C (^cf(^ D ttSM-CfcS 0. 46 J: 9 1>{£Wit (0. 38) 
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M 3 M ■ 

&ffi-<D T/C 

A l^fefefBg B KM2760 C VP-16 D KM2760+VP-16 TSBM (BXC) 
1.00 0.65 0.71 0.38 0.46 

£UbJ: 0 .KM2760 t vp-16 fc^Wflft^-tt, *fi*frWAW§-£ 9 > il^ttaHft&*$:*U 

H«J 5 #L CCR4 tffcfle fc^hhV^-b ± 5 tfflJlfSfe Jfc 
CCRF-CEM JM& ( t M S JfMRiWll&t*) & 2 X 10 8 <B/mL -C RPMI1640 mi& (Gibco BRL) tl 

flM&£fi£% 17 0 g icy df;Mc±5JI*«©«JJ£«r?TV\ :£2 9 ft Lfc 0 

flUWHia* 121—348 mm 3 195 mm 3 ) (D^fflF^Offl^^r^ U WH^W^— I- 

ft -5 <fc 5 Kmfti-f l^tcm^ TW,(0 A~D ©^^J^ U7t 0 Lfc 0 £ DayO 

£ bfc 0 

A. &&*t!!B& : #8£# 

B. KM2760 : DayO £ Day4 I- 1 EEfefc 9 800 ju g J£-5- bfc„ 

C. methotrexate (£*T MTX; ^ V 1> V^-feT— hmM'Wi, 8*74 * U — #fci££*±) 

: Day0^feDay4O5 0P B 1. 1 Iffife/c «9 15 mg/kg ©-^ Lfc 

D. KM2760 + mXffimffi ■ MTX DayO Day4 ©5 0f^ 1 EEfefc «J 15 mg/kg, KM2760 
£ N DayO t Day4 {C 1 EEfefc 9 800 /i g ^tl^tltSL-^- Lfc 0 

#Lfc 0 Day7 |CJIttaffla»0«||3eSrfTV\ OTSfcaWftOWJett. #S¥© DayO <DMmtm& V0 <b 
bfc i # tf>®3Kf£|f « (V/V0) ©3p*S«©H3«-efxo fc 0 

V/V0 (D^mm.(Dm 0 5 BH^i". *5HIC* bfc <fc 5 M2760 t MTX 

V/V0 «rBrt£*JflfH£© V/VO U/cfiS (T/C) 4 *^SM" 0 KM2760. MTX ffi|g#Je> 

%£%}&i¥-ffi\zj)m£}i>1tf&<D t/c <^S^^: N i-?&*p*>#^^®#© t/c «:#r*'6*>-£'fcft <b 

tfc^St. £H&(D#Jfl8*0 T/C (»4*^©D<Z>K[) (ililo.04±Hiv^ (0.01) 

^ 4 ^ 
&m<D T/C 

A Ejftjjj-Rg B KM2760 C MTX D KM2760+MTX gff^it (BXC) 
1. 00 0. 65 0. 06 0. 01 0. 04 

£JLU:!K KM2760 <tMTX io#ffi^-¥f4, i »5^#MSR»*«r3rU 

£Ufe#iJ 6 #t CCR4 fc M=?r ^ =7%lfo KM2760 <!: G-CSF 0#fflt£-^- X ^>WMM^i^z 

CCR4/EL4 Hm (W001/64754) £ 1 X 10 6 fi/mL T? RPMI1640 jgife (Gibco BRL) tilfliffl U K«» 
*&100 M 1 &C57BL/6-7** (0^V7> & 8iB») ©*fflM*«»&rtfc3M*Lfc. 
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yO £ Lfc 0 



A. Btffe*tR83* 

B. KM2760 m&M- DayO £ Day4 1 Efcfc «9 100 m g 3rflMPRf*Jtft-£ 

C. G-CSF^S^: JS»«B 4 BftfT (£*T. Day-4 tEt) *>6> Day5 *T?<D 10 B H3> G-CSF 

V4Tv-f&. ioo, tfefpuswnnjrfetaa) & 1 b i m* i E&fc 5 wn g ufc 0 

D. KM2760 + G-CSF KM2760 Sr DayO £ Day4 1 0 1 HI, 1 Efcfc 9 100 n g T?SMRrt 
jft^-U G-CSF «r Day-4 3&»&Day6* "CO 10 BHH,1 B 1 EL 1 BEifcfc ft 10 m g Ufc c 

^|ti A SI 10 EE, B, C, D S£f*S- 7 EE-efiro fc„ KM2760 ^gfc0&ffi£ (lOmM ^ ^ 

150mM*^h V PH6) , G-CSF ttifeffi^fi* t?«ill, 100 

AiLfol£#LfCo ##©DayO «fc ft^B#J 1=1 y 3 s * t- «t 5JW*&©»J£*:fTV\ 2 <D5£ 

#i¥^JS0^lfi^ ,3 P J ^ffi^B^*i^^ 6 l 2 l {;:i ^« J&6H»!:*l/fcJ:5^ BgMsitfc 

*6,fclMlS*»Bl!:*rt5T/C«Sr*5«»c*i-. *»K:*»t5ttlM«**«>*J3fe (t/c«0 
fcfc, Mftif&B (Dayl4) Kl*3fr5 A #OiifW©^W5#»©««<M*©Wii© 
it (T/Cfit) Oifctfc&fTPfctf), ^T<^5£3^V^tfJLfc 0 
(5*! 3) 

(T/C{fi) = (DayU <D&m<DmMfa$g<0¥-i%W) / (Dayl4 CD A S$©lt^fl3»<E>TOfifi) 
KM2760, G-CSF MM^^^^^^^tbfc^O T/C^CDSM, i-fcfc>*>#^FJl£«l 
#©T/C**#tt**>*fc'tt'<3^ *SS©0Mi8M>T/Cfi[ (^f©C) tt, WCfcSO. 

30 J: ft t>{SWiI (o. 10) £r^L7c 0 

£ A B C D Sim (BXC) 

T/C|£ 1.0 0.48 0.63 0.10 0.30 

ELhJ: ft , KM2760 i G-CSF £ <z>#fflf£^te, ^n*r*Ltf>lW£!-§-«fc ft . iSSV^»iMR8&*Sr^ 

^Ufc0>J 7 #C CCR4 t KM2760 t IFN- a <Z>#fflfi--¥»£ ± ^ffiMM^l^ 

CCR4/EL4 ^J3S 5 X 10 s j@/mL "C RPMI1640 %j& (Gibco BRL #M) KMM U ftSiffi 100 n 
l&C57BL/6^£* (B#*W\ SI, 8Mm ©JStMRrtt-Stftl^. £ bt-^**£TfH A 
-DS-pffWLfc^ «-T!>^fcA~D«>«-3l©W«ria!#Lfc. fc*5. Ufc 0 & Day 

0 <t L7to 

A. gStt*fflB»:*S# 
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B. IFN-al£3&S£:IFN-ai (Universal type I interferon. PBL^"f ^ffj XAs^tfl? h 9 
— XJ±K) &Dayl/?)>£>Day5©5 BP^ 1 B 1 lek lEfefc>9 5X lOWts ^ffWiiS^LTCo 

C. KM2760 %.fflM : KM2760 £r Dayl t Day5 1 B 1 HU ES&fc 9 0. 5 » S T?BWIRrttft4- bfc 0 

D. KM2760 + IFN-aM^ = KM2760 & Dayl t Day5 1 B 1 HJ> 1 E&7c «9 0. 5 m g TJlWRrtlft 
U IFN- a & Dayl b Day5 <D 5 B WU 10 1^ 1 ESfofc 5 5 X 10 4 units -V^ms^tSt^- b 

^»AH7^ B, C, D 6 E-efrofCo KM2760f4^3i^lfcttaf« (lOrnM*^^. 

150mM SMb?" b y ^ A> pH6) „ IFN- a f± 0. 1 % !7 isfo.ffiTJl'Zf % isfr&ts PBS t'tl?ili U 
^n^tblOO/zLTo^bfCo Dayl4Ki:£TO^£:*<A#fi£:$!J3tU ^M##i:£fcifn.£r 

(5&4) 

T/c= (#p©flfflifi*i:b^oW{it-*^S^!>^™satb^©¥^it) / flgt£*HW© 

# fett.fe T/C |KM 6 m^-fo KM2760, IFN- a W3f&^©S&&#¥*G»Cftl J* £ frtz$$<D T/C |S 

<mwi -rftt>-h&mm¥®m<o vc m&mi£tt>ntm ttt^t, mmvmmmv t/c 

■fit (3tf»©C)- fcfc. 3S«MtT?*>S 0.25 £ 9 fcfivMtt (0.088) Lfc 0 

» 6 * 

H A B C D glfcffi (BXC) 

T/C fit 1.0 0.48 0.52 0.088 0.25 

RhJ: 0 N KM2760 t IF^aVWm&tt^tttl&WStiSi-l**. V .SJV^^JI^^^W Us 

»j 8 jftCCR4 fc 9 ttfc KM2760 £ M-CSF ©#fflta#|C £ Z>fflBM%\^ 

CCR4/EL4 Ufa (W001/64754) & 1 X 10 s j@/mL T? RPMI1640 (Gibco BRL |±M) fclK» U ft 

B»«200/iLSrC57BL/6^!>^ (H*^l^7> It, 8 9M» <D flt^ft Lfc 0 £ b^TfE 

© A~D KmftV Lfc^U &t A~D <D&mn*Wil* L-fc 0 L£l B £ DayO £ U 

a. mmtrnm-im* 

B. M-CSF : M-CSF (n^n/D %frB2B*Xg&kf!l) Sr Day-3 b Day-1 StlB 

DayOtel BlUk ff7Hk lEfcfcfl 100 M g "Cflfiffirtlft-^ Ufc Q 
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C. KM2760 ¥W:KM2760 & DayO \m 1 0 1 HI, 1 EEfcfc V 50 M g -Cjfflffirtift-S- Lfc 0 

D. KM2760 + M-CSF #JHI* : KM2760 & DayO fc: 1 0 .1 EU 1 BEfcfc ■> 60 ;* g T?IOSrtft5- U D 
ay-3^bDay-l*-Cl H 21, DayO tt 1 S 10. tKEL 1 EEfcfc 5 100 n g TfMDterttft* U 

8 EEWofCo #H#Jfi KM2760 ^fiftttfffK (lOmM 150mM jfrffc 

tl.y^A, pH6) s ll-CSF J±^3ffi«fi7K (A*§MS) TtfMWRU 100 /x L -fo&# b/t 0 

g ^BgC 3p^gB» 

A 17, 18, 18, 19, 19, 20, 20, 22 19-3 1.00 
B 17, 17, 18, 18, 18, 19, 19, 22 18.8 0.974 
C 19, 21, 21, 21, 22, 24, 26, 27 22.9 1.19 
■ p 25. 25. 25. 26. 26, 26. 27. >50 >28. 8 >1. 49 (Sllffi L 16) 

«M*»*LjWfcfefr*^t>©«>. DS¥^^l*5V^T«m*^W^^ S ^^^o KM2760, M 

-CSF pf||ffl©ISI^^^«^P**^fci*©3a^^©a»liC. -*-ftt>t>«-«WHUtt»©«**«: 
^tf^b^/cffiirfcb^S^ »©#fflp©3£i« (*«f©D) ttS^}«T?$>5 1.16 J;»5iS5v> 
■fit (>1.49) £^Lfc„ ft*S % D*^©HZEJ±, (Day50) fcSfcTfcJWS^Ut^ 

RJc«fc 9 , KM2760 £ M-CSF ©#JB«:-5-tfU ^tt^©¥?4S#l- ± V , i*V*«i«*8&»*:* 
fc hOC l"3fc#fM (CCR4) lt#J|»^tt5*^^^**fctt»tt*W^ 

sb^hs-^ i3-AxiB^ij©iftpj : ctffaii^raHU*^ - y *bbw 

@B^iJ#^- 14-AXiE^J©!^ : 5: y S^Ba^u 

ia*nj#-i§- i5-Axia^iJ©ift^ : Wte^^^T 5 /gtia?ij 
ib^ij#-^ i6-AxiB^j©i»p^ : 5 / mmm 

sa^j#-^ i8-AxsH^u©iftpj : ft#6»^E!W«7 ^ ^sa^J 
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i. t b ccir^jj'O'&mft* (ccr4) K<&mto\^&i-zfefc^&^fctttemjifcm 
3. ccMKmmm^^^m^mm^^r^mmmiit, £t> 

5 . mW CCR4 b-CV^5JeS®^fe5ft^4 {eifBS^^o 

6 . ccr4 tmm. ^x^zmm&mik&Mmx'&zm&m 5 \z.mk<Dmm 0 

7. CCR4^#^^^t-Sit^am^^*fc^^if>fr^ N CCR4 

8. CCR4C^«^^ CCR4 y^f^ 
K"Cfc-5TARC (thymus and activation-regulated chemokine) ^TUiMDC (macrophage-deri 
ved chemokine) <D CCR4 -O^"^?!^ £ fcV ^ft^^S 7 {C|Btt©^ 0 

9. ^BJia^^^ PB?lJ#-§-l-e^^tt5T5y^iB^J0 1~39, 98-112. 176~206 3o*fcTJ* 2 
71-284 # I ^ h ft Z>m> ft^JS 7 8 (;i!aife<D|g|§ 0 

i o . mmt\-mm& , 1 -e^ £ *t s r ^ / ®ffia?ij <d 2-29 # @ 5 ^ > — -? 

1 1 . awa^*^ wmm^ 1 t'^^tbST^ / she?ij© 13-29 # e wte-r 5 ^ t° h — :/ 

X'fcSft^JS 7-10 <D\,^-ftlfr 1 ^^tett^^o 

1 2 . J&BJ&*M«/^ @B^IJ#-i- 1 T*^ £ *b5 T 5 / mmPl<D 13-25 # g 5 ^ tf 

X'feeit^ 7-11 ©Wf* fit* 1 gUcCfltOBX. 

T5/^lB^J0 13~25#@^tf^^K^5*>. 16. 19v 20*JJ:t^22^iO^^< <t 1 

13-25 # S Sr^tf^T^ K~.©*££H4J: "9 %i&V^ <t 1 2 tfBiOEI. 

14. CCR4 <£$BJJS^i«l-#mift^^ 

K— <r KM2160 (FERM BP-10090) ^^M~t 5 * J 9 d — ^WfiffcWMW" S ^ tT b — 
ftfc^*Sffif**fctt^fWJt-C*>3^ 1-13 ©wf Hd> 1 3Xl-lB«g^lS^ 0 

is. t hMMfcf-M&Xtf.fc&t M^^7»fcf±t fMcDR#fitWefc5i»3tt^i 
— l 4 ©v^-f JSl-ia^o^o 

i6. t fM^^7^^ s ccR4^#^^^t-^^/^o^^#:cDm^ (Hi) siism 

«rg«« (V«*©OCDRls CDR2, CDR3 *3 J:t^/*^ri-ttt-€nBB5ll#-^8 N 9, lOT^^tbS 
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T^ygffl^feftSlS* (L*) ViWROCDRU CDR2, CDR3 Sr^tPB»*J® 1 5 iS.ftf± 1 6 

is. t fi^^ 7fetf*/5 5 ia^j#-^ ii ti^wr ? / WJ^b45^WM(Hi) 

$0 (VmWOVCmU CDR2, CDR3*3«tTJ«/*fcfi^:n j eHiB^-§-8, 9 N 10 T?'* 3 

^57 5 7iE»^*5gi (Li) Vffl&DCmU CDR2 N CDR3 Sr^tfft** 1 5*fcttl 

2i. t bMcDR#^^ia^J#-^i6*fc}ii7-c^$tb5T5:ymia^Jx^^tb5T$y 

Zfoftft^Omm (Li) VfiB«*^tf,»**15. 18*5it;2 0©V>Wl®^i© 

Egg. 

2 2 .^^S6W*fettte^©ai3W-e«>5»*5[ 1~21 ©lvf*L*» 1 «tCBB*©^o 

23. m&mK -9-4 ^*fctt^-c*>5, t»^2 2iamois^o 

24. U->f h*>f^^ G-CSF. M-CSF. ^y^7xny- B , IL-2 *5.fctML-15 a»katf*b 
2 5 . ft#f-©I0itt^ ^#!*«^J*fc«:*^^*«fe*J'^*>SI»*^ 1~24 <D^-T tlfr 1 



22 



WO 2005/053741 



PCT/JP2004/018430 



1 I 



100 

i»Pi«?&t£ (%) 80 

60 
40 
20 
0 



■ Cytokine#^JP 
O IL-2 
0 IL-15 



m 



&m¥Wm KM2760 

1 ng/mL 




KM2760 
100 ng/mL 



1/6 



WO 2005/053741 



PCT/JP2004/018430 



10 



v/vo 



1 - 



o. 1 




□ a. m&ttm 

M B. KM2760 



C. VCR 

D. KM2760+VCR 



2/6 



WO 2005/053741 



PCT/JP2004/018430 



£3 



10 



V/VO i _ 



0. 1 




□ A. £&*tf$ 

B. KM2760 

C. CPA 



D. KM2760+CPA 



S4 



10 



v/vo 




□ A. |irf£*|-J$ 
■ B. KM2760 



H C. VP 16 



D. KM2760+VP16 



3/6 



WO 2005/053741 PCT/JP2004/0 18430 



W5 



v/vo 



0. 1 



0.01 




□ A. tettatJH 

B. KM2760 

C. MTX 

D. KM2760+MTX 



4/6 



WO 2005/053741 



PCT/JP2004/018430 





6/6 



WO 2005/053741 



PCT/JP2004/018430 



SEQUENCE LISTING 
<110> KYOWA HAKKO KOGYO CO. , LTD. 

<120> Pharmaceutical composition comprising recombinant antibody against 
CCR4 

<130> 11638W01 

<150> JP2003-406590 
JP2004-155141 

<151> 2003-12-04 
2004-05-25 

<160> 18 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 360 
<212> PRT 

<213> Homo sapiens 
<400> 1 

Met Asn Pro Thr Asp He Ala Asp Thr Thr Leu Asp Glu Ser He Tyr 
15 10 15 

Ser Asn Tyr Tyr Leu Tyr Glu Ser - He Pro Lys Pro Cys Thr Lys Glu 
20 25 30 

Gly He Lys Ala Phe Gly Glu Leu Phe Leu Pro Pro Leu Tyr Ser Leu 
35 40 45 

Val Phe Val Phe Gly Leu Leu Gly Asn Ser Val Val Val Leu Val Leu 
50 55 60 
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Phe Lys Tyr Lys Arg Leu Arg Ser Met Thr Asp Val Tyr Leu Leu Asn 
65 70 75 80 

Leu Ala He Ser Asp Leu Leu Phe Val Phe Ser Leu Pro Phe Trp Gly 
85 90 95 

Tyr Tyr Ala Ala Asp Gin Trp Val Phe Gly Leu Gly Leu Cys Lys Met 
100 105 HO 

He Ser Trp Met Tyr Leu Val Gly Phe Tyr Ser Gly He Phe Phe Val 
115 120 125 

Met Leu Met Ser He Asp Arg Tyr Leu Ala He Val His Ala Val Phe 
130 135 140 

Ser Leu Arg Ala Arg Thr Leu Thr Tyr Gly Val He Thr Ser Leu Ala 
145 150 155. 160 

Thr Trp Ser Val Ala Val Phe Ala Ser Leu Pro Gly Phe Leu Phe Ser 
165 170 175 

Thr Cys Tyr Thr Glu Arg Asn His Thr Tyr Cys Lys Thr Lys Tyr Ser 
180 185 190 

Leu Asn Ser Thr Thr Trp Lys Val Leu Ser Ser Leu Glu He Asn He 
195 200 205 

Leu Gly Leu Val He Pro Leu Gly He- Met Leu Phe Cys Tyr Ser Met 
210 215 220 

He lie Arg Thr Leu Gin His Cys Lys Asn Glu Lys Lys Asn Lys Ala 
225 230 235 240 



Val Lys Met lie Phe Ala Val Val Val Leu Phe Leu Gly Phe Trp Thr 
245 250 255 
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Pro Tyr Asn He Val Leu Phe Leu Glu Thr Leu Val Glu Leu Glu Val 
260 265 270 

Leu Gin Asp Cys Thr Phe Glu Arg Tyr Leu Asp Tyr Ala He Gin Ala 
275 280 285 

Thr Glu Thr Leu Ala Phe Val His Cys Cys Leu Asn Pro He He Tyr 
290 295 300 

Phe Phe Leu Gly Glu Lys Phe Arg Lys Tyr He Leu Gin Leu Phe Lys 
305 310 315 320 

Thr Cys Arg Gly Leu Phe Val Leu Cys Gin Tyr Cys Gly Leu Leu Gin 
325 330 335 

He Tyr Ser Ala Asp Thr Pro Ser Ser Ser Tyr Thr Gin Ser Thr Met 
340 345 350 

Asp His Asp Leu His Asp Ala Leu 
355 360 

<210> 2 

<211> 28 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Asn Pro Thr Asp He Ala Asp Thr Thr Leu Asp Glu Ser He Tyr Ser 
1 5 10 15 

Asn Tyr Tyr Leu Tyr Glu Ser lie Pro Lys Pro Cys 
20 25 



<210> 3 
<211> 18 
<212> PRT 

<213> Homo sapiens 
<400> 3 
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Asp Glu Ser He Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser He Pro Lys 
15 10 15 

Pro Cys 



<210> 4 

<211> 15 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Asp Glu Ser He Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser He Pro 
1 5 10 15 



<210> 5 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 5 

Asn Tyr Gly Met Ser 
1 5 



<210> 6 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 6 

Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val Lys 
15 10 15 

Gly 
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<210> 7 
<211> 10 
<212> PRT 

<213> Mus musculus 
<400> 7 

His Ser Asp Gly Asn Phe Ala Phe Gly Tyr 
1 5 10 



<210> 8 
<211> 16 
<212> PRT 

<213> Mus musculus 
<400> 8 

Are Ser Ser Arg Asn lie Val His He Asn Gly Asp Thr Tyr Leu Glu 
15 10 15 



<210> 9 
<211> 7 
<212> PRT 

<213> Mus musculus 
<400> 9 

Lys Val Ser Asn Arg Phe Ser 
1 5 



<210> 10 
<211> 9 
<212> PRT 

<213>,Mus musculus 
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<400> 10 

Phe Gin Gly Ser Leu Leu Phe Trp Thr 
1 5 



<210> 11 

<211> 138 

<212> PRT 

<213> Mus musculus 

<400> 21 

Met Asn Leu Gly Leu Ser Leu He Phe Leu Ala Leu He Leu Lys Gly 
1 5 10 15 

Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Met Lys 
20 25 30 

Pro Gly Gly Ser Leu Lys He Ser Cys Ala Ala Ser Gly Phe He Phe 
35 40 45 

Ser Asn Tyr Gly Met Ser Trp Val Arg Gin Thr Pro Asp Met Arg Leu 
50 55 60 

Glu Trp Val Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Glu Asn 
85 90 95 

Ser Leu Tyr Leu Gin Met Asn Ser Leu Arg Ser Glu Asp Thr Gly He 
100 105 110 

Tyr Tyr Cys Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp 
115 120 125 

Gly Arg Gly Thr Leu Val Thr Val Ser Ala 
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130 135 



<210> 12 
<211> 132 
<212> PRT 

<213> Mus rausculus 
<400> 12 

Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp He Pro Ala 
15 10 15 

Ser Ser Ser Asp Val Leu Met Thr Gin Thr Pro Leu Ser Leu Pro Val 
20 25 30 

Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser Arg Asn He 
35 40 45 

Val His lie Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gin Arg Pro 
50 55 60 

Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser 
65 70 75 80 

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr 
85 90 95 

Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys 
100 105 110 

Phe Gin Gly Ser Leu Leu Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu 
115 120 125 

Glu lie Arg Arg 
130 
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<210> 13 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 13 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Gin Pro Gly Arg 
15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe He Phe Ser Asn Tyr 
20 25 30 

l 

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Tr-p Val 
35 40 45 

Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Ala Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
115 



<210> 14 
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<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 14 

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 
15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr 
20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 
35 40 45 

Ser Thr lie Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
115 



<210> 15 
<211> 112 
<212> PRT 
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<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 15 

Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly 
1.5 10 15 

Glu Pro Ala Ser He Ser Cys Arg Ser Ser Arg Asn lie Val His He 
20 ' 25 30 

Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gin Lys Pro Gly Gin Ser 
35 40 45 

Pro Gin Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gin Gly 
85 90 95 

Ser Leu Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
100 105 110 



<210> 16 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
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<400> 16 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Gin Pro Gly Arg 
15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe He Phe Ser Asn Tyr 
20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 
35 40 45 

Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr. He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
115 



<210> 17 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 17 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Gin Pro Gly Arg 
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15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe lie Phe Ser Asn Tyr 
20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Asp Lys Arg Leu Glu Trp Val 
35 40 45 

Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 .70 75 80 

Leu Gin Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Ala Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
115 

<210> 18 
<211> 112 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 18 

Asp Val Leu Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly 
15 10 15 

Glu Pro Ala Ser lie Ser Cys Arg Ser Ser Arg Asn He Val His He 
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20 25 30 

Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gin Lys Pro Gly Gin Ser 
35 40 45 

Pro Gin Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gin Gly 
85 90 95 

Ser Leu Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
100 105 110 



13/13 



PCT/JP2004/018430 



mmm ) 

■ — i 



0-1 

0-1-1 


m& PCT/RO/134 (SAFE) 


PCT-SAFE [EASY mode] 

Version 3.50 (Build 0002.163) 


0-2 




;-^PGT / J P 2 o 0 470 18 4 3 0 j 


0-3 




1638 




1 

1-1 
1-2 




4 

36 


1-3 
1-3-1 

1-3-2 

1-3-3 
1-3-4 




i pod (mMM&ffit&-£w$im mts-wmtt-te^— 

(IP0D) 

U*m T 305-8566 ^iio < tfrtTjg 1 Tl 1 1 

2004^08^ 12B (12.08.2004) 
I POD FERM BP-10090 


1-4 




3-Py/W»ft«JJfiff«W'J28 (3) (Dgi5£lcSo*£ 
(Rule 28(4) EPC) 


1-5 








0-4 


z.<n>%m-tm mmmtkh i-ssbfc 

(ttvyv 




0-4-1 








0-5 




23 DEC 2004 


0-5-1 







PCT/JP2004/018430 



BUDAPEST TREATY ON THE INTERNATIONAL 
RECOGNITION OF THE DEPOSIT OF MICROORGANISMS 
FOR THE PURPOSES . OF PATENT PROCEDURE 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 

issued pursuant to Rule 7.1 by the INTERNATIONAL 
DEPOSITARY AUTHORITY identified at the bottom of this page. 



^ It 



BtS&JKtfcft *&ffl BE JR 
T 100-8185 



TM2160 



FERM BP-10090 



II. fr^ttttKRtfaJMt-toifctt 



El jMR¥Jiott« 



16 8 12 B »cg«bfcI*©IR^»SrS«i-5. 



IV. »tf *«©£K 



( ^ ^ B tc&ffc&tLfcFERM P- £• 



v. BK*K3Jn 



1 



International Patent Organism Depositary 
National Institute of Advanced industrial Science and TeclJ. 

ft tun 

Dr.Masakazu Yamaoka, D 



iDQpj'fi®. 



aJZl - 



*>T£ £»*0<tflMllTBl»*l «t»JteJB6 «®#-§-305-8566) 

AIST Tsukuba Central 6, 1-1, Higashi 1-chome Tsukuba-shl, 
Ibaraki-ken 306-8566 Japan 



16 ¥ (04) 8 n 12 P 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/018430 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K39/395, 38/19, 45/00, 31/475, 31/519, 31/675, 31/7048, 
A61P35/00, 9/00, C07K16/28, 16/46, 14/535, 14/56, 14/55, 
14/54 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K39/395, 38/19, 45/00, 31/475, 31/519, 31/675, 31/7048, 
A61P35/00, 9/00, C07K16/28, 16/46, 14/535, 14/56, 14/55, 
14/54 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (STN) , REGISTRY (STN) , MEDLINE (STN) , BIOSIS (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 2003/018635 Al (Kyowa Hakko Kogyo Co., 
Ltd..) , 

06 March, 2003 (06.03.03), 
Particularly, Claims; examples 

6 US 2003/175273 Al & EP 1449850 Al 

WO 2001/064754 Al (Kyowa Hakko Kogyo Co., 
Ltd.), 

07 September, 2001 (07.09.01), 
Particularly, Claims; examples 

& US 2002/098527 Al & EP 1270595 Al 



1-26 



1-26 



13 Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



"A" 



"O" 



Special categories of cited documents: «T» 

document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international °X" 
filing date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «y" 

special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 
document published prior to the international tiling date but later than the 
priority date claimed a &" 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
28 February, 2005 (28.02.05) 


Date of mailing of the international search report 
15 March, 2005 (15.03.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/1SA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/018430 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 4 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JP 2002-539079 A (Millenium Pharmaceuticals, 
Inc . ) , 

19 November, 2002 (19.11.02), 

Particularly, Claims; examples 

& WO 2000/042074 Al >& US 6488930 Bl 

6 EP 1144453 Al 

Hitoshi TAKEUCHI, "Seijin ALL no Kagaku 
Ryoho", Igaku no Ayumi, 31 July, 1999 
(31.07.99), Vol.190, No. 5, pages 474 to 
479 

Kazunari ONISHI, V CML no Hyojunteki Chiryoho", 
Igaku no Ayumi, 31 July, 1999 (31.07.99), 
Vol.190, No. 5, pages 481 to 485 

Shuya KUSUMOTO et al . , >x Kyusei Hakketsubyo 
Chiryo ni Okeru Cytokine no Tsukaikata", 
Igaku no Ayumi, 31 July, 1999 (31.07.99), 
Vol.190, No. 5, pages 522 to 529 

WO 2002/010743 Al (Oso Makuniru Famashuchikaru 
Inc. ) , 

07 February, 2002 (07.02.02), 

Particularly, Claims; page 2, lines 14 to 25; 
page 8, line 10 to page 9, line 27; examples 
& JP 2004-505114 A & US 2002/0052317 Al 

& EP 1325324 Al 

JP 2002-544173 A (Immunomedics , Inc.), 
24 December, 2002 (24.12.02), 

Particularly, Claims; page 30, line 17 to page 

31, line 16; page 33, lines 1 to 25 

& WO 2000/67795 Al & US 6306393 Bl 

& EP 1189926 Al 

WO 2002/012347 Al (Immunomedics, Inc.), 
14 February, 2002 (14.02.02), 

Particularly, Claims; page 22, lines 6 to 16; 
page 24, line 26 to page 25, line 14 
& JP 2004-505994 A & US 2002/0022031 Al 

& EP 1309627 Al 



1-26 



1-23,25,26 



1-25 



1-26 



1-26 



1-26 



1-26 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



mmmmm^r pct/jp2oo4/oi 843o 



a. mwnm-rzftmvfrM mwMff&m a po ) 

Int. Cl' A61K3 9/3 9 5, 3 8/1 9, 4 5/00, 3 1/4 7 5, 3 1/5 1 9, 3 1/6 7 5, 3 
1/7 048, A61P3 5/0 0, 9/0 0, C07K1 6/2 8, 1 6/4 6, 1 4/53 5, 1 4/5 6, 1 4 
/55, 14/54 



sis &ff^ itmwmn mm<®w?$rm (i po > 

Int. Cl 7 A61K3 9/3 9 5, 3 8/1 9, 4 5/0 0, 3 1/4 7 5, 3 1/5 1 9, 3 1/6 7 5, 3 
1/7 048, A61P3 5/00, 9/0 0, C07K1 6/28, 1 6/4 6, 1 4/53 5, 14/5 6, 1 4 
/5 5, 14/54 



CAPLUS (STN) , REGISTRY (STN) , MEDLINE (STN) , BIOS IS (STN) 



WO 2003/018635 Al («;fo^X3!S#5£#tfc) , 
2003. 03. 06, 4&fcV #m»3ft<0|fiffl&tJ«Wl|f|| & 
US 2003/175273 Al & EP 1449850 
A 1 

WO 20 0 1/0 647 54 Al (tftftR#X|J&i*5*£?tfc) , 
2001. 09. 07, ^Wft^OfSH&Tm&fctftl & 

US 2002/098527 Al & EP 1270595 
Al 



1-26 



1-26 



□ ^fyb7r?!) -teBM-a»J«*r#JI 



r&j B-/^yh7r 5 y-Xift 



28. 0 2. 2005 


HKP*$R*©3Sjg|B 

1 5. a a 






H^ffli&ffrf (I SA/J P) 
S&ffi®-^- 100 — 8915 


«fg## 03-3581-1101 P 1 


4C 


9454 


^ 3 4 5 1 



i^PCT/ISA/2 10 (Sf2-«-i?) (2004<f£lJ) 





H^tHliB#-§- PCT/J P 2 0 0 4/0 1 8 4 3 0 


c . 














Y 


JP 20 0 2-5 3 9 0 7 9 A (5 U=-TJ± • 77^^^^ 
^-f 71JV^ * 'l /jn \S'\7^-y r), Z 0 u Z . 11. 1 », f 
(31, WFW^fSK&tm&fe^J & WO 2000/04207 
4 Al & US 6488930 Bl & EP 1144 

A C O A "I 

4 5 3 A 1 


1-26 


Y 


fjrftt, J&AALLtfMb^m |g^<Z>&^, 1 9 9 9. 0 7. 
31, Vol. 190, No. 5, p. 4 7 4-4 7 9 


1-2 3, 
2 5, 2 6 


Y 


■xm—*h, cml <DMm&)mmm, 1999. 0 

7. 3 1, Vol. 190, No. 5, p. 48 1-4 8 5 


1 — 25 


Y 


<Dfoi&fy, 1 9 9 9. 0 7. 3 1, Vol. 190, No. 5, 
p. 522-529 


1-2 6 


Y 


WO 2 0 0 2/0 1 0 74 3 Al (;*-— V ^=-;P-77 
— — ttfls • -0"=i — 7$ K) , 2 0 0 2. 0.2. 0 
7, #M N ^rPlt^cTJ^IS, $|2Hlgl 4-2 5?T ( ^81^10 
=fT~m9K02 7fr, ^L^»!l & JP 2004-5051 
14 A & US 2002/0052317 Al & EP 
1325324 Al 


1 — 26 


Y 


JP 2 00 2-5 44 1 7 3 A W A/^r^f^^, 4i/=i-~ 
*KfyF) , 2002. 12. 2 4, 4#mf3&<DfSH % 
Sg3 Olfl 7ff~^3 1111 6 fx, MS 3HJRl*T~3l2 5*f 
& WO 2000/67795 Al & US 63063 
93 Bl & EP 1189926 Al 


1-26 


Y 


WO 2 0 0 2/0 1 2 3 4 7 Al WA/^f^^^, = 
-#Wf?K), 20 0 2. 2. 1 4, mt\ fflffl&<Dim> 
B2 2MI6~1 6^T, 12 41^2 6?T~g§2 5lf 1 4fr & 
JP 2004-505994 A & US 2 0 0 2/00 
22031 Al & EP 1309627 Al 


1-2 6 



TOCT/ISA/2 10 (2004^1^) 



